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ANDA 76-117
NOV 20 200

Reddy-Cheminor, Inc. -

Attention: Paul V. Campanelli

U.S. Agent for: Dr. Reddy's Laboratories Limited
One Park Way

Upper Saddle River, NJ 07458

Dear Sir:

This is in reference to your abbreviated new drug application
dated February 14, 2001, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act (Act), for Ibuprofen
Tablets USP, 200 mg (OTC).

Reference is also made to your amendments dated May 11,
August 16, and October 1, 2001.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for over-the-
counter (OTC) use as recommended in the submitted labeling.
Accordingly the application is approved. The Division of
Bioequivalence has determined your Ibuprofen Tablets USP, 200 mg
to be biocequivalent to the listed drug (Nuprin® Tablets, 200 mg,
of McNeil Consumer Products Company, Division of McNeilab Inc.).
Your dissolution testing should be incorporated into the
stability and quality control program using the same method
proposed in your application.

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.




Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

Sincerely yours,

. |\CLE—

Gary Buehler )/ﬁm/o/

Director

Office of Generic Drugs

Center for Drug Evaluation and Research




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

76-117

Final Printed Labeling




75% of
the actual
size

_— 000124

MR W

500’s Count

Carton Label

VION ‘S2€ 20S - liedayoeg
&) o pajw(7 sauiojeloqe SAppay g
. :fq paimoejnuen
\\ . H =
= 1 bw 002
| ‘dsn si13|qey) uajoidng]
J— "Ua0e1 "9pOIp WINIUEN 9pixo
'8n900 }asdn » 2 b » U0J PaJ }BLRUAS '81.(09K16 Yosels wnIpos ‘BjeO WNIpos
LOBLICS Y1 10O M Y 1pasd Sup Butsn uaum = az A 2 =| | seosiiod‘lookb aundafod asomye0 auesinionw
J8ONpa) JaAajjIoRalal Uied JaUH0 a = 0 |EE o = 5 |24 || seeas wnseubew ‘asoioe) ‘asoin)jaojkyiaw
Aue J0 'uajodngi SUIRYUOd B} 19npoid JBUI0 Aue Bure * o 28 w m ) ] w m |kdoidAxoipAy ‘auopiaodod 'apixolp UOJIS |BPIO}I0D
Brup sayp0 Aue Bunyey * Y 25 |28 o 29 |23 sjuaipaibul aanjoeu|
UORIPUO SNOLIS AUE JO} 3780 $,J0JD0P 8 Japun * nm 5 M m m - F - m m 312 DOREIICNa U J8GULNUT0] 0] [9UEd pU9 335 *
948 10K ) 950 240ja01810EULIEYd 10 JOI30P € XSY T5|us a 5 |wd "4b0L) 0.0 SAOGE JEBL BSS3OKD PUE AUpILIY
SI3onpa Joha} JO SIaAGlja) WIEX a S 2|85 = 2 |25 | |ubponer (oL - 89) .52 - 02 e 2i0is * Loy o uado
Buryey woJ) S)93}Ja apis SNOLIAS IO SWa|gosd * e e a & Q8 | | asn30u 0Q ‘dea Jopun (1o} pajyd ﬁw u.w_w.w w&wﬁ
ured yIRWOIS * SE & uoiRWIO)
QARY NOA J) 951 310}94) J0300D B XSy m = m = J0J00p B YSB * :SIEdk 71 Japun UaIpiyd
*JoONPa) J19A3}/18A18) ued JBLRo Aue 0} B — \—/ [ P3N JGPINOGS 350D LA JSa/EWS 3L * 1000 EAQ
uonoeas 21618)1e U PRy JoAd aABY NOA Ji 3sn J0u 0 ; vzme_u SSHUN ‘SIN0Y 42 m_ a.uuwwm-mwoﬂﬁ wﬂmﬂ mﬂuw__
Oupoay eus B " m_QEww mﬂww_cﬁmm_n; %so: 901y K139 1918 | e *
asned Aew uaj0idnaj 'S183NPaJ JBAS)/SIBARNBI =_g_n Byo s i n n st 19910 pUE 155K 2, UBIDILD PUBSHNDE
sga_gzs w_uﬁug %:ﬁﬁ?suﬁexwzﬁhﬁ o e - e - Pajoel|p UeY) 210W 3%E} YOU Op * SU0/Ia/I0
WP g auWnSUoI NoA Bl v _ Q. Q. “Reme 6u 18)ua() 04UOJ UOSIO] B10EILC0 JO Gy
e o B Y oy Y o IEOPOLL 26 3S0IBND}0 9520 U UGUPHLP 10 {0BR J0300 020
Ujjjoms [e1og) * sany * , .
: : “uanyap Buunp suogeanduico
) :3pNjout AeW YoUM !
U0gea, AB.e aJAGS e 3SNED Rew Uajoudngy Jafe Asany v 0 - 0 s | 10 PHLO LIOGUN 94} 1 SLH0.d 85D el  35TE98d J0190p
sbujuiem . © A 05.0p 0 paoaup Ajauuyap ssajun AueuBaid Jo suuow ¢
ToRa] S8onpal * e N o D T3 [mabam ssasazsscﬁés_zﬁs@ﬂ.&
v 3J0}9q [BUO L/eay e ise ' Buipasj-jsealq o
SOWeID [enISuawW * P pt pt evorssajond Bupsg- mcen:!anasaic
D100 UOWWOD 3L * aYoEXoRq*  AUJRLROO) * I (e b) m b m . Bujems Jo ssaupas ®
SUULR JOUIRG JOUI *  SBUOE JeNOSTIL * ~ BUOEPEAY * B u — u — vsa%%ﬁﬁﬁﬁﬁaeﬁﬁsaﬁs&ﬁaﬁ
103 anp Sured pue Sayoe Joulw SaAdi el AjueJodwa) sasn ;] b 0 b 0 Eo;w&b?e.gsaégmﬂaggas o
J30NDR) JARY SN B fuw 00z dsn uajexing - b c O b (S O | enentudoueapau e sroooucpea ot e+
sasoding (18198} yoea ui) Juaipaubul aagay . = N —— = O\l 11 J0}20P € S PUE asn doj§
spoe4 Brug (panuguoo) syoe4 bnig

T

LOT:
EXP:




: 250’s Count

Carton Label

— &
2

A1

R

(315

v 20

Y

q
(=)
%

P

-
&7
i

\
811200 }3sdn

LDBLLITS J U J0 POC) Ly e 19npoad sy Buisn uaym

"J30NPA) Jaray/JaAdi[a) ured

JaUp0 Aue 0 ‘uajodngl sureiuiod Jewp 1anpoxd saugo Aue Bune *
Brup Jawpo Aue bupyes *

UOIIPUO0D SNOLIBS AUE 10} 3189 S,J0J00p B Japun *

aJe nok J) asn ai0jaq isioeuueyd Jo J0120D e YSY
*$192NpPal JAA3} JO SI3A3IJ9) ured

Guijey wouy s309)9 apis snolas Jo swajqosd *

ured yoewo)s *

3ABY NOA Ji asN 310J3q JaJI0D € }SY

*139NpaJ J8Ad}/19A8113J uted Jawio Aue 0}

u01083) 91613}j6 UR peY JaAd aAeY ROA J1 asn Jou 0@
“Buipsaiq yoewais

88NE2 ABwW UBJ0.dNG "SJ80NPAJ JaAB)/SIBARNB) Ufed JALJO J0
UBJ0JdNGY 3EY PINOUS NOA JaLaYM J0100P InoK e 'Aep AiaAa
SHULIP MOYOYE BI0W JO € BUINSUO NoA Jf :Buusem joyodjy

DR.REDDY'S

¥oous * (Buizaauym) ewipse *

Buijioms [etoey * S8Al *

‘apnjoul Aew yoium

uogoea) i6uaie 81aAeS B a5neo Aew usjosdng) uate ABsejly
) sBuiuieym

JaAB) s8anpa) ®

sdweso fengsuaw *

PIOJ UOWWIOI aLp * 3UJeoRq®  BUJBL00) *
Ssuype Jouied JOWW ®  SBYOB JBNOSNW ®  3YJBpeal *
10} NP SUIRG PUB SUTR JOUILL SBABIR) AeIodwa) S9SN
%Ege —E.:.:...-.............g §§ Fgas
sasoding {191qe3 yoes uy) Juaipaibu) angay
sgoe4 bnig

Ibuprofen
Tablets USP,

Pain Reliever/
Fever Reducer
[tms PACKAGE FOR uoussuomj

WITHOUT YOUNG CHILDREN

200 mg

VIONI ‘GZ€ Z0S - llledaydeg
paywyl sauojel0qe s,Appay

:Aq pasmoejnuenw

bw 002

'dsn sjajqel usjoidnq)

.REDDY'S

Dr

Ibuprofen
Tablets USP,

200 mg

90% of the
actual size
000122

Pain Reliever/
Fever Reducer
ﬁms PACKAGE FOR uouseum.nsJ

WITHOUT YOUNG CHILDREN

"Ujadey) ‘apixoip

| wney ‘apixo uan pas ansuiuAs ‘91Bj00AI6 yoselS wnipos

‘aje0 wnipos ‘ayequosAiod ‘j0aki6 auaikyiahiod ‘asopniisd
auyjeISAI20IIW ‘BjRIea)s wnisaufiew ‘as0joe| ‘asoin|iBdjAujew
1AdoJdAxoipAy ‘auopiaodod ‘apixolp UODI|IS BPI0}I0d

sjuaipasbiul aAnjoru|

"3 LORRJIdXa PUE JAQWINU JO} 0} |3UBd puUa 33S *

“4ob01) D,0F SAOGE JEAY BAISSIIXA pUEB

Kypiuiny y6iy PIoAE * (422 - 89) 0052 - 02 18 D10S * WO} Jo Uado
$1 1104 4 asn Jou o( “ded Japun 1oy paLd WM Pajess amog *
uonewioju| 13430

J0J20P B YSE * :SJeak 7| JApUN UBIPIIYD

"Ppasn 3 Pinoys 3sop aARJ3Yd 1S3lews ay) * J0JO0P B AQ
pajoal|p SSajuN ‘SINOY pg Ul S1aiqey 9 Paadxa Jou opIng ‘pasn
3q Aew S}3/08) Z 1918} | 03 puodsal Jou S30p JoAs) Jo ued i *
1s1siad swoydwAs aym SIN0Y ¢ 0) ¢ AI3A3 13108} | a%e °
:1ap|0 pue SJBAA 24 UAIP|IYD Pue Synpe

PB1021IP UL 010U Y8} 10U 0P *  SUORIAII(

keme JyBu Jajua?) |03U07 U0SIOg B 198W09 o djay
{e9IpaLL 16 ‘2S0IAA0 JO 35E9 U] URIDING JO 4O0a 10 00 dody
*fsanyap Guunp suonedydwod Jo piyd

woqun aip vy swajgasd asned Aew } asneaaq Jojaop e Aq 0s
op 0} pajoaup Ajeyuap ssejun Aoueubesd Jo suow ¢ Jse|
Buunp uajoidnag) asn o} Jou Juepodw! Ajjeioadsa st ‘s alojeq
[euoissaj0:d uyeay e yse ‘Buipes)-}seaiq Jo jueubosd J|

“1eadde swojdwAs mau Aue *

eaJe |njuied aw ) wasasd s) Buyjams Jo ssaupa) * Sise| 10
9si0m $106 1asdn Jo ujed yoewols * SABP € UL} J0W SISe} Jo
2510M 5136 19A3) * SAep 01 Uey) alow s)se 1o asiom Sab ured *
~keme Jybus dioy eaIpaLl ¥98S 'SINI0 UOYILa) dibisjje ue *
J J0}20P € yse pue osh dOYS

(panunuoa) syoe4 bnia

|

LOT :
EXP :

x

1'5“‘




: 200°’s Count

Carton Label

81990 13sdn
LOBWOIS J I 0 ooy L 3 19npoud siyy Buisn uayum

Ja0NPaJ J3A3}/iaAal|as ured

Joui0 AUB 10 ‘uay0dngy SUreIL0o Jewp 1onposd sauo Aue Bunye; *
Brup sawpo Aue buiye; *

UONIPUOI SNOLIAS AUB J0) 38D $,J0100p B Japun *

aJe n0A J) asn aJojeq )sioeunieyd Jo Jojoop B NSy

DR.REDDY’'S

"$18INPaJ JaAd} 10 SIaABI|3) uted
Buiye) wos) S}03)3 apis SNOLAS Jo Swaiqosd *
uied yoewoss *
aABY NOK J) 2SN 310424 JOJ00D B SY

“Ja0NpaJ JaA3)/1aAaljal uted Jaylo Aue 0}
uonoeas 2i613|1e ue pey Jaaa aAey NOA |i s Jou og

“Buipasiq yoewols
asned Aew Uaj0dng| 'S1a0NP3L JaA3)/SIaNBII3) LIEd Ja0 JO
uaj0AdnG) axe) PINOUS NoA JLRBYM J0J00P JnOA xse ‘ep Aisna
SYULIP MOLO(E 2J0W JO § BWNSUO ok J) :Bujwiem joyodly

yooys * {Buizsaym) ewipse *

Guijjoms etoey * SaAly ©

:apn[oul Aeww YIIYM

uonoea; JibJe|e 2Janas & asned Aew uajoidna) :pare ABsaly
_ sBuiuiem

13A3} $aonpa) *

sdwes fengsual *

PIOJ UOWWO3 By} * SUORYIBQ*  BYIBYI00} *
SnuUe jowed Joulw ®  SBUJBJBNJSNW *  Byoepeay *
10} 3P Sured pue SaUDe Jouilw SaAsIIa) AlLreiodwws) Sasn
%E‘—gﬁ_e —E:......:..:.....:..@—: 8N _A_g ngﬁ
sasodind (1819e) yoea uy) Juatpalbu) aagoy
sj084 bnig

Pain Reliever/
Fever Reducer

Tablets USP,

8 ) g
mm a
S5 "
Hl
gc
SE
o
E_J

VIONI ‘s2€ 205 - Hedayoeg
panwi sauojeloqe sAppay g

:AQ paJnjoejnuei

Ibuprofen
Tablets USP,

200 mg

bw 002

‘dSn siaiqel uajoidnaj

90% of the
actual size
000110

Pain Reliever/
Fever Reducer
(ms PACKAGE FOR uouseuows)

WITHOUT YOUNG CHILDREN

“Uljadeu} ‘apixolp
wMuE} ‘apIxo uoJl pas anduuAs ‘ayei0akI6 yosels wnipos
‘ajeyd wnpos ‘ajeqioskjod ‘109416 auajyjakiod ‘asoinjad
UNEISAI00IONL ‘B)BJeR]S WisBuBewW ‘as0joe| ‘asonpRAew
1AdosdAxopAy ‘3U0PIAOG0D ‘BPIX0IP OIS [BPI0]{0D
sjuaipaibul aanoeu|

‘ajep S_Eaxo PuB JaQnU 0| 10} _mcaa puaass*

"(4o¥01) o0b ANOQE JB3Y BAISSAOXS pue

Kupruny ybi poa * (4.2 - 89) .62 - 02 18 &J0}S * WwojJo uado
S1 1104 §1 3N Jou 00 *dea J3pun 110} pajuud ulm pajeas aploq *
uoneuwopul 19430

JOJ00P B YSE * :SiBak Z | Japun udJpjiyo

“pasn a0 PINoyS 850p OAIIGHA 1SefeWS 3} * J0Y0P B AQ
PAI03IIP SSOJUN 'SIN0Y HZ U1 SIBIQR} 9 PBRIXA O 0P NG ‘Pasn
aq Aew S18jqe} 2 13/08} L 0} puodsal Jou S30p Jars) J0 ved p*
1sissad swoidwAs sjym 1oy 9 0} y AIaA J91EY | O} *
:Jap|0 pU. SIB3A Z1 UBIPIYD PUE SHNPE

Paloal)p UBY} 910UI D)€} JOU P SUOJII8LIQ

“Keme 4B Jajuag 101U07 LSIOd B J0eju0d 1o diay

[BIpauw 136 ‘350PI3A0 JO 85I U] UGIPIRR JO 149094 J0 0 doe)
“faanyap Guunp suoneadwod Jo piiyd

woqun au Uy swa)qoud asned Aew }) asnesaq J0joop e fgos
op 0} paoanp Ajayuyap ssajun Adueubaid Jo suouw € 1se) 8y}
Bupnp uajosdng) asn 0} 1ou Juepodw; Ayerdadsa 1)) ‘3sn aJojaq
Jeuoissaj0id yyesy e yse ‘Guipeej-jsealq Jo yueubosd J)

‘jeadde SwojdiuAs mau Aue *

aJe njured 3y uy Juasaid SI Buliams Jo Ssaupal * sise| 10
asJom 5336 1asdn Jo uied yIewio}s * SABP € UBLY J0U SISE) JO
2510M 5190 39AQ) * SAEP (| UBL aJ0w Sie) J0 9%i0M Sjab ured *
‘Reme Jy6u djay [BOIPaL %88g 'SINJJ0 UORIER) J16a)e ue *
}1 10}00p € yse pue ash doi§

(panunuoa) spoed bnig

____ | 200 mg

X

LOT
EXP

|

.
.

[

*

14'“.




&
C 28 =)
5 2 Qo
M X m Q
toE S & <
[ i VIONI ‘52€ Z0S - liledayaeg o ©
Bl pajlwiy sauojeioqey s, Appay g
m%. o :kq paimoejnuep
(qN]
=} > bw 002
— 'dSn sis|qel uajoldnq)

150’s Count

"8In220 j9sdn > » ‘URBJeL) 'BpIXOIp

UORLLIOIS J) YU JO POC) LM 3E} 39npoad sy Buisn uaym > ] 5 8 || wnew ‘apixo uos pas onaujuks ‘ajej00Ai6 yosels wnipos
TR0NDa JoAa}/1BNOI3 Ued A - mm 0 <« » mm _ms._“_ma wnipos ‘ajeqiosAjed ._oag_m aus)Ayyakiod _cmwﬂ_:__s

‘ Gunie * i 0 aul|ig1sAI00I0NY ‘ajesea)s wnisaubew 'asojoe) ‘asojn|RALB W

Jao Aue o =ep§5_8_§_8§=smﬁ%_%iﬁa>acwﬂﬁ. w ..Vm m mm n:m m m WM 1hdosdAxosphy ‘auopiaodod ‘apixoip VOIS [EPIO}I0D
UORPUOD SN0LIaS AUB 0} 3189 S, 40100 B Japun * =4 2 B|EZ . ® g|=8 Swuaipe.bul annoeu;

— o) el [a) x = ﬂm “Hob01) D.0b AAOGE 231 BAISSAIXA pue

$100npal Jaa} Jo sianaljal uled £ S|%c e 8|S | | punuubupons: 3.0, -8910.52 - 021 s * woyovado

Buyer woyj 51983 apis snouss 10 swajqosd * < 5 MW . ® 3 ] $11104 1 98N J0U 0 "ded J3pun 110} PaULA LM Pafeas apiog *
ured yoRWO}S * auis : o w mm uonew.ou| J9Y30

190Npal w”“ =H>.w”_“ uted Jauj0 M“M M< £ i mm WROPESE * 183k 7| apun UaLpID

P }/18A3118) Uled JaLy } \=_J =/ "Basn aq PNOUS 0P BAFOANA 1SAIIEWS ot * JO20p € A

uonoeas 216ai1e ue pey Jaaa aney nok Ji asn Jou 0a Pajoai|p SSAIUN 'INOY pZ U} S3IGE} 9 P3IIX3 10U Op Aq 'pasn

1;"'.

‘Buipaaiq yoewois

852 Aew uaj0)dng| ‘SJBONDaI Jana)/siansijal Uied JBL0 10
UBJ0LdNG) X} PINOyS NoA J3LayM J0j00p Jnok xse ‘Aep Aisaa
SHULIP OYOINR 310U JO £ WNSUCD nok Jf :Bujwiem joyoory
¥o0ys * {Buizsoum) euwipse *

9q Aew S8R} 2 19148} | 03 Puodsal Jou S30P Janay Jo ured Ji *
1518500 SWOLdWAS ajium SIN0Y 9 0}  AIBAS 13IqE) | B8} *
:J3PI0 puB SIEBA Z| UBIP|IUD PuUE SyNpe

PeldsJIp UBY) ai0Ww eI JOU 0P *  SUO/I8IIg

Carton Label

Buijams jeroe) * SaAly *

*apnjoul ABw Yoiym

uonaea xbialfe 21aaas & asned Aew uajodng| ua|e ABiojly
! sbuiusepy

Jana) saonpas *

sdwela jengsusw *

P09 UOWWO) 3y * 3yoexoeq®  3YJRIROO) *
Sy jo red oUW *  SBYJB JRNOSNW *  BYDBPRAY *
10} NP Sured Pue SayIe Jouiw SaAsial AjLeiodwa Sasn

“Aeme WO 1087 |02JU07 U0SIOg B JOBIL0J JO djay

[B91paLL 96 ‘9SOPIBAD JO 852D ) 'USIPIID JO yoeaL 40 IO dos)
*Kianjap Buunp suopedydwod Jo pjyd

woqun aw ur swajqosd asned Aew }) 8SNeIQ J0}I0p € Aq 0S
0p 0} pajoanp Ajayuyap ssajun AoueuBaid Jo syluow € 1se) au
Gupnp uajoadna) 8sn 0 Jou Juepodw Ajfeidadsa 1)) ‘esn 810jaq
1euoIssaj0.d yyeay e yse 'Buipes}-yseaiq 10 yueubaid §|

Jeadde SwojduAs mau Aue *
eaJe [njuied oy} ui Juasasd si Buljams Jo SSaupal * §)Se| J0
a5,0m 5386 19sdn Jo ujed YorWO]S * SABP £ UBY) AJ0W SISB) J0
asiom 5186 Jana) * skep 01 uey) asow S)Se| 10 asIom S3ab uied *

Ibuprofen

Ibuprofen
Tablets USP,

Tablets USP,
200 mg

200 mg

J30NPI SN/ JaNOI e bu 0oz dsn uajoxdng “Aeme Jybu djay [eaIpaw ¥83S SN0 uoRoea) JibIa|fe ue *
sasoding (1919E) 40ea uy) yuoypaiBiul oagoy B s e on o 1os pun st
spoe4 brug (panunuoa) syoeq4 bnig

G

LOT :
EXP :




APPROVED

"$11290 1950 YIBWOS
J1 %W Jo oo yim 3e) 1nposd sty Bujsn ueym

‘)

"JONP3J JaA3)/IaA3)13) ujed Jayio Aue

J0 ‘Uajoidnq) SurRuod ey} 3onposd Jao Aue Bupyey ®
Bnap Jayio Aue Bupyey *

UORIPUOD SNOLIAS KUE Joj 3Jed $,10}90p B Japun *
aJe nok ) asn aJ0jaq 1s1oewaeyd J0 10J00p B ySY

DRrR.REDDY'S

*SJ3ONPAJ JAABY JO SIaA8IJ8) ured

Gupfe; wouy S}98440 apIs SNOUAS JO Swajqosd *
ured ysewas*

aABY nok 1 asn 810joq JOJI0P B ySY

Fever Reducer

S PACKAGE FOR HOUSEHOLDS

Pain Reliever/

WITHOUT YOUNG CHILDREN

100’s Count

*189NPaJ JAABY/I3ABN) ured Jayo Aue o} uoRIea)
21613|j6 ue pBY JAA3 3AeY NOK §| 8sn Jou og

G

‘Buipaalq ysewols asned Aew uajo.dng)

'$132NPeJ J8AB}/513A3)13) UIed JBUI0 JO uBjoidnq) axe}
pinoys nok Jaylaym 10300p InoA xse 'Aep AJana syulsp
211040J{e 3J0W JO € WNSUOD NoK J) Bujusem joyodly
yIoys * (Buizaoym) ewuyse *

Buyroms |e1aej * SeAlY *
:apnjau; Aew Yoym uonoeas

94BJa|je a10A8S € asned Aew uajoidng) :paje ABiajly
sbujuiem

P,

Carton Label

19A3) S9INpas *

sdwesd jenssuow *

PIO9 LOWWOD Y * ayaexaeq ¢ ayaeylo0) *
SHUYLE JO Uied JOUNW * SBYOR JBNISNW * Bydepesy *
:0) 8np sured pue Sayde JOUIW SeAsl Auesodwe) $ISN

ele]ts US

1ONDA) JINYIBNBNRI Ufeg B 002 '4Sn usjodng|

sosoding  (age; yoeo ) uarpalbis aagay

sjoe4 bnuq

Ibu
Tabl
200 mg

VIONI 'SZ€ 206 - liledayoeg
paywy) sauojeI0qe s,Appay 1a
:Aq paimaejnuen

buw 002
'dsn sjaiqel uajoidngq|

100% of the
actual size

o
>
s}
c
H
o
o
a

Pain Reliefer/
Fever Reducer

WITHOUT YOUNG CHILDREN
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Bottie sealed with printed foil under cap. Do not use if foil is open ) B Orug Facts (continued)
of tom. s RIS LR . any new symptoms appear. If pregnant of
_— breast-feeding, ask a health professional
Drug Facts
) oV before use. it is especially important not to
Active ingredient (in eac: labw P.R use ibuprofen during the last 3 months of
Ibuprofen USP, 200 mg.........§....... Pain reliever / faver pregnancy unless definitely directed to do so

Uses temporarily relieves mi e to: I b u rOfe n by a doctor because it may cause problems
s headache « muscular aches « minor pain of arthritis in the unborn child or complications during
= toothache = backache « the common cold « menstrual cramps delivery. Keep out of reach of children. In
« reduces fever Tablets USP, 200 mg case of gverdose, get medical help or contact

Warnings ’ Pain Reliever/Fever Reducer a Poison Control Center right away.
Allergy alert: lbuprofen may cause a severe aflergic reaction Directions « do not take more than directed
which may include: Drug Facts (continued) Adults and children 12 years and older:

« hives « facial swelling « asthma (wheezing) s shock product that contains ibuprafen, or any other ® take 1 tablet every 4 to 6 hours while
Alcohol warning: If you consume 3 or more alcoholic drinks pain reliever/fever reducer. When using this SYMPtoms persist « if pain or fever does not
every day, ask your doctor whether you should take ibuprofen or product take with food or milk if stomach respond to 1 tablet, 2 tablets may be used,
other pain relievers/fever reducers. buprofen may cause stomach upset accurs. Stop use and ask a doctor if Dut 0o not exceed 6 tablets in 24 hours, unless
bleeding. Do not use if you have ever had an allergic reaction to « an allergic reaction occurs. Seek medical directed by a doctor e the smallest effective
any other pain reliever/fever reducer. Ask a doctor before use if heip right away « pain gets worse or lasts 00Se should be used. Children under 12 years:
you have « stomach pain « problems o serious skde effects from more than 10 days « fever gets worse or ask a doctor

taking pain reliavers or fever reducers. Ask a doctor or pharmacist lasts more than 3 days « stomach pain or ® Store at 20 - 25°C (68 - 77°F)

before use if you are « under a doctor's care for any serious upset gets worse or lasts s redness or ® avoid high humidity and excessive heat
condition « taking any other drug e taking any other » swelling is present in the painful area p» 30ove 40°C (104°F).
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Drug Facts (continued)
» any new symptoms appear. If pregnant or

Bottie sealed with printed foil u use if foil is open
or tom. .
breast-feeding, ask a heaith professional

Drug Facts APPROVED R before useAlt 18
Alt is especially important not to
Active ingredient (in each fablet) Pu " yse ibuprofen during the last 3 months of

tbuprofen USP, 200 mq‘wmwmm%u# pregnancy unless definitely directed to do so
Uses temporarily relieves minor aches and pains due 10; I bu ro en by a doctor because it may cause problems

Dr.REDDY'S

s headache « muscular aches s minor pain of arthritis in the unborn child or complications during
= foothache « backache « the common cold « menstrual cramps delivery. Keep out of reach of children. In
« reduces fever Tablets USP’ 200 mg case of overdose, get medical help or contact
Wamings Pain Reliever/Fever Reducer a Poison Control Center right away.

Allergy alert: lbuprofen may cause a severe allergic i Directions = do not taks more than directed
which may include: Drug Facts (continued) Adults and children 12 years and older:
« hives « facial swelling « asthma (wheezing) « shock product that contains ibuprofen, or any other » take 1 tablet every 4 to 6 hours while

Alcohol warning: If you consume 3 or more alcoholic drinks pain reliever/faver reducer. When using this SYMPtoms persist « if pain or fever does not
every day, ask your doctor whether you should take ibuprofen or product take with food or milk if stomach fespond to 1 tablet, 2 tablets may be used,
other pain /fever ibuprofen may cause stomach upset occurs. Stop use and ask a doctor if bytdo not exceed 6 tablets in 24 hours, unlgss
bleeding. Do not use if you have ever had an allergic reaction to « an allergic reaction occurs. Seek medical directed by a doctor « the smallest effective
any other pain reliever/fever reducer. Ask a doctor before use if help right away » pain gets worse or lasts ose should be used. Children under 12 years:
you have « stomach pain « problems or serious side effects from more than 10 days « fever gets worse or ask a doctor

taking pain relievers or fever reducers. Ask a doctor or pharmacist lasts more than 3 days « stomach pain or ® Store at 20 - 25°C (68 - 77°F)

before use if you are « under a doctor’s care for any serious upset gets worse or lasts s redness or ® avoid high humidity and excessive heat
condition « taking any other drug « taking any other » swelling is present in the painful area p» bOve 40°C (104°F).
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Bottle sealed with printed fol under cap. Do petisse if foil is open or torn, Drug Facts (i
i — 01 NIV S is resent in the painful area o any new symptoms
Dn!g .acts ‘-‘7('0 ! . . w.'nmnun?m-m.&amm
L tis not
U0 USP,200 Mg.....crc . NG reus‘f«}gem

. PSRN 1ouse buprofen during the last 3 manths of pr
Uses temporariy relieves minor aches e : O, 'bu rofen uriess dofevel drected 10030 by acockr bublee
===+ headache « muscular aches « minor pain ttis' it may cause problems in the unbom child or

=== ¢ backache « the common cold « menstrual . complications during delivery. Keep out of reach of
Warnings e R e, Tablets USP, 200 mg  children. Incase of overdose, get medical heip or
= .

502 325, INDIA

. N . contact a Poison Control Center right away.
may e ion Pain Reliever/Fever Reducer ”n?:u;a‘o :;n m“m than directsd
=« fives « facial swelling « asthma (wheezing) « shack %’ Drug Facts (continued) Aduts on 12 yoars : wliks | et
! Alcohol waming: Fyou consume 3 or more alcoholc drinks every day, ask. Contans buprofen, or any olher pain feliever/fever Se7Y 4 10 6 hours while symptoms persist « f pain
S===="your docior whether you should take lbuprofen or other pain relisvers/lever Teducer. When using this product take with OF fE¥r doesnotrespond to 1 tablet, 2 tabiets may
Z==== reducers. buprolen may causse stomach bleecing. Do nat usa f you have food or milk i stomach upset occus's. Stop use D% U580 but d0 not exceed G tablets in 24 hours,
ever had an alergic reaction to any other pai fever reducer. Aska and sk a doctor if » an alrgic reaction occurs. Uniess directed

doctur before use i you heve « Somach pain « problems o serious side Seek medical help rigt away « pain gets worse 058 30uld be used. Children under 12 years:

effects from taking pain relievers or fever reducers. Ask & doctor or O lsts more than 10 days « fever gets worseor <2 o o
before e i you are « under adocor's Care for any serious. 8515 More than 3 days » stomach painor upset * 1278 3t 20 - 25°C (68 - 77°F)

Congiton « taking any ofer ug « taking any othe product that B> gets worse o lass « redness orsweling o 2o 0agy, ) 20 SXCessie heat above 5 &
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Mifg. by: Dr. Radﬁ{s.l.aboratones' Limited

Bottie saaled with printed foil under cap.Do not use i foiis open or torn. Drug Facts (continued) -
is present in the painful area « any new symptoms

Drug Facts appear. If pregnant or breast-feeding, ask ahealth

Active ingredient (in professional before use. It is especiatly important not

louprofen USP, 200 mg........ ‘ouse bxprofen during the tast 3 months of pregnancy

Uses temporarity relieves
» headache « muscular aches

Ibuprofen et oy

i - 502 325, INDIA

complications during deiivery. Keep out of reach of
g ‘.vmk'ame.mmnmcow . y % Tablets USP, 200 mg aﬁlamh.casedwerg:s:,w}mwmba =
: § = ANorgy alert: buprofen may cause a severe allerfic r hich  Pain Reliever/Fever Reducer pmﬂ:,. « 60 not take .:m.. directed ~
; may ncuge: . - Sracions o o Vpeh bt -
X G  hives « tacial swalling « astima (whoezing), shock Drug Facts (continued) mmsm»’fﬁ.sym.;.?s:' .'np.-n
wam  p= Alcohol warming: i you consume 3 or mare: g overy day, ask Contains uprofen, or any olfer painreliever/iver - couer nac not respond to 1 tablet, 2 tablets may o
“===— your doctar whether you should take other i fever reducer. When using this product take with oo oo bt 45 ot axceed 6 tablets in 24 hours, =

: teducers. buprofen may cause stomach bleeding. Do not use if you have f00d or milk if stomach upset occurs. Stop use .. . doctor s the smallest etfective
ever had an allergic reaction to any other pain refiever/fever reducer. Aska and ask & dockr if « an allergic reaction aCCurs. /.o mw;“‘ c,".:,‘: under 12 years:
doctor before use if you have « stomach pain « problems or serious side Seek medical help right away « pain gets worse oo, o oy '
sffects from taking pain relievers or fever reducers. Ask a doctor or O lasts morethan 10 days e fever gets worseor “ o0 o9 20 25 (68 - 77°F) -
pharmacist befors use if you are « under adoctor's care for any serious [2sts more than 3 days « stomach pain or Sl | 5o high humidity and excessive heat above 5
condition « taking any other drug « taking any other product that B> gets worse or lasts « redness o swelling > 4goc (104°f), 58
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Drug Facts (coatinued)
« redness or swelfing is present in the painful
i new symptoms appear. i

or breast-feeding, ask a heaith |
before use. it Is especially important not to use
ibuprdfen during the last 3 months of pregnancy

Bottle sealed with printed folt under cap. Do Aot use if foil is open
of torn. £

Dr .Revoy's

Ibuprofen
Tablets USP, 20C myg glmn&deﬁwm In case of overdose, get

Pain Reliever/Fever Reducer fignt away.

- Directions « do not take more than directed
Drug Facts (continved) Adults and children 12 years and oider: « take
drinks that contains ibuprofen, o any other pain 'y tahiet every 4 to 6 hours while symptoms

I
§

Warnings
Allecgy alert: Ibuprofen may cause a sever
which may include:
« hives o faclal swelling « asthma (wheezing) -'
i or more al
every day, ask your dactor whether you should take ibuprofen or retiever/fever reducer. Whon using this pargist , If pain or fever does not respond to
other pain relievers/fever reducers. Ibuprofen may cause stomach Preduct take with food or milk if stomach {“tapiet, 2 tablets may be used, but do not
bleeding. Do not use If you have ever had an allergic reaction to Upset occurs. $10p use and ask & JOCIOT oyr00d 6 tablets in 24 hours, unless directed
any other pain relieved/fever recucer. Ask a doclor befors use it if « an allergic reaction occurs. Seek , goctor + the smallest effective dose should
you have « stomach pain « problems or serious side effects from medical help rightt away « pain Qets WOrSe pe 569, Chiidren under 12 years: sk a doctor
taking pain relievers or fever reducers. Ask a doctor or pharmacist Of lasts more than 10 days « Tever QefS 'gyye at 20 - 25°C (68 - 77°F)
before use it you are » under a doctor's care for any serious Worse of 1asts more than 3 days e stomach -, ayoid high humidity and excessive heat above
condition « taking any other drug « taking any other product » pain or upset gets worse or lasts > 40°C (104°F).
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CONSUMER LABELING LEAFLET FOR IBUPROFEN TABLETS USP, 200 mg
PLEASE SAVE THIS FOR FUTURE USE.
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IBUPRO
Tablets USP, 200 mg

Pain Reliever / Fever Reducer

Drug Facts

Active ingredient (in each
tablet) \buprofen USP, 200 mg
Purposes Pain reliever / fever reducer
Uses temporarily refieves minor aches
and pains due to: « headache
« muscular aches . minor pain of
arthritis « toothache . backache . the
common cold . menstrual cramps
« reguces fever

Warmings

Allergy alert buprofen may cause a

APPROVED

include: « hives . facial swelling
« asthma (wheezing) « shock
Alcohol warning: ¥ you consume 3
or more alcohofic drinks every day, ask
your doctor whether you should take
uprofen or other pain refievers/Tever
reducers. lbuprofen may cause
stomach bleeding.
Do not use if you have ever had an
alergic reaction 10 anry other pain refiever/
fever reducer.
Ask a doctor before use if you
have . stomach pain . problems or
refievers or fever reducers.
Ask a doctor or pharmacist before
use If you are . under a doclor’s care
{continued)
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Drug Facts (continued)

for any serious condition « taling any
other drug . taking any other product
that contains ibuprofen, or any other
pain reliever/fever reducer.

When using this product take with
food or mik if stomach upset ocours.
Stop use and ask a doctor if . an
allergic reaction occurs. Seek medical
help right away .« pain gets worse or
lasts more than 10 days . fever gets
worse or lasts more than 3 days
« Stomach pain or upset gets worse or
lasts . redness or swelling is presentin
the painful area « any new symptoms
appear.

If pregnant or breast-feeding,
ask a health professional before use. &
is especially important not to use
ibuprofen during the last 3 months of
pregnancy unless definitely directed 0
do 50 by a doctor because it may cause
problems in the unborn child or
complications during delivery.

Keep out of reach of children. in
case of overdose, get medical help or
contact a Poison Control Center right
away.

Directions « do not take more
than directed.
Adults and children 12 years and
older: . take 1 tablet every 4 to 6 hours
while symptoms persist . if pain or fever
does not respond to 1 tablet, 2 tablets
may be used, but do not exceed 6
tablets in 24 hours, unless directed by a
doctor » the smallest effective dose
should be used.
Children under 12 years: . ask a doctor.
Other information
» bottle sealed with printed foil under
cap. Do not use if foil is open or tom
« store at 20 - 25°C (68 - 77°F) . avoid
40°C (104°R).
Inactive Ingredients
colloidal silicon dioxide, copovidone,
hydroxypropyl methyicellulose, lactose,
magnesium stearate, microcrystalline
cellulose, polyetfiylene glycol,
polysorbate, sodium citrate, sodium
starch glycolate, synthetic red iron oxide,
fitanium dioxide, triacetin.
. Manufactured by
Dr. Reddy’s Laboratories Limited
Bachepalli - 502 325, INDIA.
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

76-117

CHEMISTRY REVIEW(S)



Office of Generic Drugs
Center of Drug Evaluation and Research
Supplemental Application
Chemistry, Manufacturing and Controls Review

CHEMIST’S REVIEW NO.1

ANDA 76-117

NAME AND ADDRESS OF APPLICANT
Dr. Reddy'’s Laboratories Limited
Contact: Pravir Choubey
Bachepalli

Post Bag No. 15

Kukatpally P.O.

Hyderbad

500 072 INDIA

Phone: 91 40 304 5206

FAX: 91 40 304 5238

U.S. Agent:

Dr. Reddy’s Laboratories, Inc., U.S. Agent
Attn: C. Jeanne Taborsky

Senior Consultant

One Park Way ' ,

Upper Saddle River, NJ 07458

Phone: 410-305-3145

Fax: 410-309-6145

And

Dr. Reddy'’s Laboratories, Inc.

Attn: Mr. Paul Campanelli

Vice President Formulations Business
One Park Way

Upper Saddle River, NJ 07458

Phone: 201-760-2880

Fax: 201-760-0401

LEGAL BASIS FOR ANDA SUBMISSION Prior Approval Supplement

SUPPLEMENT (s) SCP-001

ESTABLISHED NAME 7. PROPRIETARY NAME
Ibuprofen Tablets UsSP N/A




10.

11.

12.

13.

14.

15.

16.

17.

SUPPLEMENT (s) PROVIDE (s) FOR

Technical and stability data on tablets packaged in ——

AMENDMENTS AND OTHER DATES
Firm

Orig. Submission 25-JAN-2002

(PROPOSED) INDICATION(S) FOR USE NSAID

Rx or OTC
OTC

RELATED IND/NDA/DMF (s)N/A

DOSAGE FORM
Tablets (Oral)

STRENGTH (S)
200 mg

CHEMICAL NAME AND STRUCTURE

OH
RECORDS AND REPORTS None

COMMENTS See bolded items throughout the deficiency



Redacted Q

pages of trade secret and/or
confidential
commercial

information



Office of Generic Drugs
Center of Drug Evaluation and Research

ABBREVIATED NEW DRUG APPLICACTION
Chemistry, Manufacturing and Controls Review

CHEMISTOS REVIEW NO.2

ANDA 76-117

NAME AND ADDRESS OF APPLICANT
Dr. Reddy’s Laboratories Limited
Contact: Pravir Choubey
‘Bachepalli :

Post Bag No. 15

Kukatpally P.O.

Hyderbad '

500 072 INDIA

Phone: 91 40 304 5206

FAX: 91 40 304 5238

U.S. Agent:

Dr. Reddy’s Laboratories, Inc., U.S. Agent
Attn: C. Jeanne Taborsky

Senior Consultant

One Park Way

Upper Saddle River, NJ 07458

Phone: 410-309-3145

Fax: 410-309-6145

And

Dr. Reddy’s Laboratories, Inc.

Attn: Mr. Paul Campanelli

Vice President Formulations Business
One Park Way

Upper Saddle River, NJ 07458

Phone: 201-760-2880

Fax: 201-760-0401

LEGAL BASIS FOR ANDA SUBMISSION
Generic version of McNeil’s, MOTRINO, . (NDA 17-463). Patent
certification and exclusivity statement are provided (page 10).

SUPPLEMENT (s) N/A

ESTABLISHED NAME 7. PROPRIETARY NAME




Ibuprofen Tablets UsP N/A

SUPPLEMENT (s) PROVIDE(s) FOR Original ANDA

AMENDMENTS AND OTHER DATES

Firm

Orig. submission 2/14/01

. _,,/‘”_' ) PR
Response to FAX Deficiency 8/16/01
US Agent Response 10/01/01
FDA

Acknowledgment letter

FAX Deficiency 7/27/01

(PROPOSED) INDICATION(S) FOR USE

Anti-inflammatory -

Indicated for relief of the signs and symptoms of rheumatoid
arthritis and osteocarthritis, for relief of mild to moderate pain
and for the treatment of primary dysmenorrhea.

Rx or OTC
oTC

RELATED IND/NDA/DMF (s)
DMF #

DOSAGE FORM
Tablets @ (Oral)

STRENGTH (S)
200 mg

CHEMICAL NAME AND STRUCTURE

OH



16.

17.

18.

19.

RECORDS AND REPORTS None

COMMENTS

Application: Approvable

Labeling: Acceptable 9/4/01

Bio review: Acceptable 8/28/01

Drug Master File Adequate

Methods validation (District): Not required
Establishment evaluation: Acceptable 3/29/01

20000 W

CONCLUSIONS AND RECOMMENDATIONS Not Approvable

REVIEWER: - DATE COMPLETED:

RFPowers - 08/27/01 Revised: 10/23/01

APPEARS THIS WAY
ON ORIGINAL
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

76-117

BIOEQUIVALENCE REVIEW



N\

OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #: 76-117 SPONSOR : Dr. Reddy’s Laboratories
DRUG AND DOSAGE FORM : Ibuprofen Tablets

STRENGTH(S) : 200 mg

TYPES OF STUDIES : Fasting and non-fasting

CLINICAL STUDY SITE(S) : , - | -

ANALYTICAL SITE(S) :

\“”N

STUDY SUMMARY : The fasting and non-fasting studies are acceptable.

DISSOLUTION : The dissolution testing is acceptable. The firm has used USP 24 dissolution method

and the test product meets USP specifications.

DSI INSPECTION STATUS ,
Inspection needed: Inspection status: ' Inspection results:
NO
First Generic _No__ Inspection requested: (date)
New facility Inspection completed: (date)
For cause
Other o
PRIMARY REVI}:ZWER :  Kuldeep R. Dhariwal, Ph.D. BRANCH : I
INITIAL : _ﬂ\%\ DATE:_8]27]0)
TEAM LEADER : % Ne‘rurka,t, Ph. D. BRANCH : I

A

)

INITIAL: - DATE : ‘8’!3719‘0‘"
> —

DIRECTOR, DIXISIO?I\OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

, INITIAL : _ \ _ DATE : 8'29,2.00}
.1'.,].; ,0{ S

S



IBUPROFEN TABLETS, USP Dr. Reddy’s Laboratories Limited

200 mg U.S. Agent: Reddy-Cheminor, Inc.
ANDA 76-117 66 South Maple Avenue, Ridgewood, NJ 07450
Reviewer: Kuldeep R. Dhariwal Submission Dates: 2/14/01, 5/11/2001

VAFIRMSAM\CHEMINOR\LTRS&REW\76117SD.201

Review of Bioequivalence Studies and Dissolution Data

Introduction

First Generic: No

Indication: It is indicated for the temporary relief of headache, muscular aches, the minor pain
of arthritis, toothache, backache, minor aches and pains associated with the common cold, the
pain of menstrual cramps, and for reduction of fever.

Type of Submission: Paper submission

Contents of Submission: Fasting and food studies on 200 mg tablet. Dissolution data on 200 mg
tablet. The firm also submitted waiver request for ~ — _ tablet but later this strength was
withdrawn.

RLD: Nuprin® (Bristol-Myers) 200 mg tablets (OTC product).

Recommended Dose: '

Adults: 1 tablet or caplet every 4 to 6 hours while symptoms persist. If pain or fever does not
respond to 1 tablet or caplet, 2 tablets or caplets may be used but not exceeding 6 tablets or
caplets in 24 hours, unless directed by a doctor. The smallest effective dose should be used. Take
with food or milk if occasional and mild heartburn, upset stomach, or stomach pain occurs with
use.

Children: Not recommended for children under 12 except under the advice and supervision of a
doctor. '

Financial Disclosure: The principal investigator has no conflict of interest with Reddy-
Cheminor, Inc.

Protocol No.: AAI-US-82, An Open Label Randomized Pharmacokinetic Study to
Determine the Bioequivalence of Oral Ibuprofen Formulations in Normal Healthy Male
Volunteers.

Study Information

STUDY FACILITY INFORMATION

Clinical Facility: ! ~ -

Principal Investigator: e

Clinical Study Dates: Period I 08/19/2000
Period II 08/26/2000

1




Analytical Facility

Analytical Director:

f

Analytical Study Dates:

Storage Period: 46 days

TREATMENT INFORMATION

Treatment ID: A B
Test or Reference: T R
Product Name: Ibuprofen tablets Nuprin®
Manufacturer: Cheminor Drug, Ltd Bristol-Myers
Manufacture Date: May 2000 N/A
Expiration Date: N/A 11/2001
ANDA Batch Size: — tablets N/A
Full Batch Size: — tablets N/A
Batch/Lot Number: HO001 811536
Potency: 99.1% 99.4%
Content Uniformity: 99.2% 99.4%
Strength: 200 mg 200 mg
Dosage Form: Tablet Tablet
Dose Administered: 200 mg 200 mg
Study Condition: Fasting Fasting
Length of Fasting: 10 hours 10 hours
RANDOMIZATION DESIGN

Randomized: Y Design Type: Crossover
No. of Sequences: 2 Replicated Treatment Design: | N

No. of Periods: 2 Balanced: Y

No. of Treatments: 2 Washout Period: 7 days
AB: 2,3,4,6,8,9,13,15,16,20,21,22,25

BA:1,5,7,10,11,12,14,17,18,19,23,24,26

DOSING SUBJECTS

Single or Multiple Dose: | Single IRB Approval: Y
Steady State: N Informed Consent Obtained: Y
Volume of Liquid Intake: | 240 mL | No. of Subjects Enrolled: 26
Route of Administration: | Oral No. of Subjects Completing: 26
Dosing Interval: N/A No. of Subjects Plasma Analyzed: 24
Number of Doses: N/A No. of Dropouts: 0
Loading Dose: N/A Sex(es) Included: Male
Steady State Dose Time: | N/A Healthy Volunteers Only: Y
Length of Infusion: N/A No. of Adverse Events: 0

Samples from subject numbers 1-24 were analyzed as per protocol.




Subject Demographics:

White 18, African American 4, Asian 2, Hispanic 1, Other 1

Race:
Sex: Male 26, Female 0
Height: Mean: 70.3 inches, range 66-75 inches
Weight: Mean: 173.9 1bs., range 130-220 lbs
Age group: <18 0
' 18-40 25
41-64 1
65-75 0

>75 0, Mean age: 29.2 years, range 20-43 years

Dietary Restrictions:

No alcohol-, grapefruit or xanthine-containing food/beverages 24 hours
before the study and during the study confinement. No water 1 hr pre-dose
and 1 hr post-dose.

Activity Restrictions:

Subjects remained seated (or semi-reclined if necessary) for the first 4
hours, except when warranted by adverse events. No strenuous activity

during the housing period.

Drug Restrictions:

No prescription medication within 7 days and OTC medication within 3
days prior to study. This prohibition did not include vitamins taken as
nutritional supplements for non-therapeutic indications, as judged by
attending physician.

Blood Sampling:

1x10 mL in evacuated tubes containing sodium heparin. Pre-dose (0 h) and

Study Results
1) Clinical

0.25,0.5,0.75,1,1.5,2,2.5,3,4,6,9, 10, 12 and 15 hours after dosing.

Protocol Deviations: There were six sampling time deviations of 3 minutes or less.

2) Analytical (Not to be Released Under FOI)

Pre-Studv Assav Validation:

[T
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Reassays: Of the 11 samples repeated, 8 were repeated because the chromatograms were not

i evaluable. Two samples were repeated due to irregularity of the values (anomalous values).
o There was no significant difference in the original values and the reassay values. One sample

was repeated to confirm the original value.

Comments: The analytical method is acceptable.

3) Pharmacokinetics:

Mean Plasma Concentration: Table 1, Figure 1

Pharmacokinetic Parameters: Table 1

90% Confidence Intervals: LAUC. 95.85-103.14%
LAUC.int 95.86-103.10%
LCrax 84.35-100.19%

AUCq. /AUCq.iyg ratios: Test 0.98 (0.97-0.99)
Reference 0.98 (0.96-0.99)

Root MSE: ' LAUC. 0.073922
LAUC.inf 0.073443
LCrnax 0.173572

Comments:

1. The reviewer recalculated pharmacokinetic parameters and 90% confidence intervals. The
reported values are in good agreement with those obtained by the reviewer.

4



2. Subject #7 had pre-dose drug concentration in period 1 (reference drug). Since this
concentration was less than 5% of C,.x value in this subject, the subject’s data were not
excluded.

3. The 90% confidence intervals for log transformed AUCy.,, AUCy.ins, and Cpax are within
acceptable limits. There was statistically significant sequence effect for LCpax.

Conclusion: The fasting study is acceptable.'
Protocol No.: AAI-US-83, An Open Label Randomized Pharmacokinetic Study to
Determine Effect of Food on the Bioequivalence of Oral Ibuprofen Formulations in Normal

Healthy Male Volunteers.

Study Information

STUDY FACILITY INFORMATION

Clinical Facility: e
Medical Director: ——
Clinical Study Dates: Period I 10/22/00
Period IT 10/29/00
Period III 11/05/00
Analytical Facility e -
Analytical Director: e
Analytical Study Dates: November 8 to 26, 2000
Storage Period: 34 days

TREATMENT INFORMATION

Treatment ID: C A B

Test or Reference: T T R
Product Name: Ibuprofen tablets Ibuprofen tablets Nuprin
Manufacturer: Cheminor Drugs Cheminor Drugs Bristol-Myers
Manufacture Date: 5/2000 5/2000 - N/A
Expiration Date: N/A N/A 11/2001
ANDA Batch Size: ~— . tablets __— «tablets N/A
Batch/Lot Number: HO001 HO001 811536
Potency: 99.1% 99.1% 99.4%
Content Uniformity: 99.2% 99.2% 99.4%
Strength: 200 mg 200 mg 200 mg
Dosage Form: Tablet Tablet Tablet
Dose Administered: 200 mg 200 mg 200 mg
Study Condition: Fasting Fed Fed
Length of Fasting: 10 hours 10 hours 10 hours
Standardized N/A Y Y
Breakfast:

Breakfast S pecifics: N/A 1 buttered English muffin, 1 fried 1 buttered English muffin, 1 fried




egg, 1 slice of American cheese, 1
rasher of Canadian bacon, 1
serving of hash brown potatoes, 10
fL oz. of orange juice, 8 oz. whole

egg, 1 slice of American cheese, 1
rasher of Canadian bacon, 1
serving of hash brown potatoes, 10
fL oz. of orange juice, 8 oz. whole

hours pre-dose and throughout the period of sample collection.

milk milk
Standardized Lunch: Y Y Y
RANDOMIZATION DESIGN
Randomized: Y Design Type: Crossover
No. of Sequences: 6 Replicated Treatment Design: | N
No. of Periods: 3 Balanced: N
No. of Treatments: 3 Washout Period: 7 days
" BCA: 8,11,15

CBA:2,3,5,21
ACB: 6,7,10,16
BAC: 9,17,18,19
ABC:1,4,13
CAB: 12,14,20
DOSING SUBJECTS
Single or Multiple Dose: | Single IRB Approval: Y
Steady State: N Informed Consent Obtained: Y
Volume of Liquid Intake: | 240 mL | No. of Subjects Enrolled: 21
Route of Administration: | Oral No. of Subjects Completing: 21
Dosing Interval: N/A No. of Subjects Plasma Analyzed: | 21
Number of Doses: N/A No. of Dropouts: 0
Loading Dose: N/A Sex(es) Included: Male
Steady State Dose Time: | N/A Healthy Volunteers Only: Y
Length of Infusion: N/A No. of Adverse Events: 5
Subject Demographics:
Race: White 14, African American 5, Asian 1, Other 1
Sex: Male 21, Female 0
Height: Mean: 70.5 inches, range: 65-74 inches
Weight: Mean: 182 Ibs., range: 142-227 Ibs.
Age group: <18 0

18-41 17

41-65 4

65-76 0

>75 0, Mean age: 32 years, range: 18-45 years
Dietary Restrictions: No alcohol- or grapefruit and xanthine-containing foods/beverages 24

Activity Restrictions:

Subjects remained seated (or semi-reclined if necessary) for the first 4
hours post-dose, except when warranted by adverse events. No
strenuous activity during the housing period.
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Drug Restrictions: No prescription medication for 7 days preceding the study and no
OTC medications 3 days preceding the study. This prohibition did not
include vitamins taken as nutritional supplements for non-therapeutic
indications, as judged by an attending physician.

Blood Sampling: ‘ Same as in fasting study

Study Results

1) Clinical
Adverse Events:
Subject Complaint Treatment | Intensity/Relationship
10 Hematoma Ref-fed Mild/remote
137 Fatigue, Nausea, Fever, Diarrhea Ref-fed Moderate/remote

* All events occurred approximately 24 hours after dosing.
Protocol Deviations: There were 8 sampling time deviations of 2 minutes or less.
2) Analytical (Not to be Released Under FOI)

Within-Study

z
|
-

Comments:

1. The reviewer recalculated pharmacokinetic parameters and ratios of means. The reported
values are in good agreement with those obtained by the reviewer.
7



2. The ratios of means are within acceptable limits.
Conclusion: The non-fasting study is acceptable.

Formulation (Not to be released under FOI)

Ingredient 4 mg/tablet Y% wiw
Ibuprofen, USP ‘ 200.0 —_—
Microcrystalline Cellulose, NF ~~ <~~~ """ e _
Copovidone Ph. Bur ¥ ——uo— ! e |
Sodium Starch Glycolate, NF | |
Colloidal Silicon Dioxide, | T
Magnesium Stearate, NF , ' ]
Hydroxypropyl methylcellulose, USP © —_
Triacetin, USP '
Polysorbate 80, NF ' L
p— : . o TS
| Total Weight (Coated) b e

Test tablets: Brown, round, biconvex film coated tablets, embossed ‘C2’ on one side and plain
on the other side.

Reference tablets: Yellow, round, biconvex film coated tablets embossed ‘NUPRIN’ on one
side and plain on the other side.

g

(
L

The reference listed drug NUPRIN® is supplied as golden yellow round tablets and as golden
yellow caplets. The test product is a tablet. Nuprin® tablets were compared with the test tablets in
the bio-studies in this ANDA.

Dissolution (Not to be released under FOI)

Dissolution Method: USP 24

Dissolution Medium: pH 7.2 phosphate buffer
Volume: 900 mL

Dissolution Apparatus: 2 (paddle), 50 rpm



Mean Dissohition Data

Test Reference

Lot No.: HOO1 Lot No.: 811536

Strength: 200 mg Strength: 200 mg

No. of Units: 12 No. of Units: 12

Time(min) | Mean Range %CV Mean Range %CV
0 0 ~ 0 0 — 0
10 79 — 8.8 81 I — 5.8
20 88 L — 2.3 97 — 1.9
30 91 — 1.4 100 1 2.4
45 93 o 0.9 101 N — 2.3
60 96 L 0.7 103 I — 2.4
75 95 — 2.1 104 I —- 2.5

Dissolution Comments: The dissolution testing was conducted using the USP method. The test
product meets the USP specification of NLT ., (Q) in 60 minutes. The test and reference

tablets dissolve more than —, in 20 minutes and therefore f2 test is not relevant.
Recommendations:
1. The bioequivalence study conducted under fasting conditions by Dr. Reddy’s Laboratories on

its ibuprofen 200 mg tablets, lot #H001 comparing it to Nuprin® 200 mg tablets, lot #811536
manufactured by Bristol-Myers is acceptable to the Division of Bioequivalence. The study
demonstrates that ibuprofen 200 mg tablet manufactured by Dr. Reddy’s Laboratories is
bioequivalent to the reference product, Nuprin® 200 mg tablet manufactured by Bristol-
Myers.

The bioequivalence study conducted under non-fasting conditions by Dr. Reddy s
Laboratories on its ibuprofen 200 mg tablets, lot #H001 comparing it to Nupnn 200 mg
tablets, lot #811536 manufactured by Bristol-Myers is acceptable to the Division of
Bioequivalence. The study demonstrates that under non-fasting conditions, the bioavailability
of ibuprofen 200 mg tablet manufactured by Dr. Reddy’s Laboratories is similar to the
reference product, Nuprin® 200 mg tablet manufactured by Bristol-Myers.

The dissolution testing conducted by the firm on its ibuprofen tablets is acceptable. The
dissolution testing should be incorporated into firm’s manufacturing controls and stability
programs The dissolution testing should be conducted in 900 mL of pH 7.2 phosphate buffer
at 37°C using apparatus 2 (paddle) at 50 rpm The test product should meet the following
specifications:

Not less thar — (Q) of the labeled amount of ibuprofen in the dosage form is dissolved in
60 minutes.



4. From bioequivalence point of view, the firm has met the requirements for in vivo
bioequivalence and in vitro dissolution testing and the application is acceptable.

A ~ \ L
Ull.'l;f——— g/i?)o'

Kuldeep R. Dhariwal, Ph.D.

Review Branch 11 ’

Division of Bioequivalence

RD INITIALED S. NERURKAR \ - gPay|aoo
FT INITIALED SNERURKAR _ ~ Y Date

A .

Congur: \%\ - Date 8 ’ 2% ! 200!

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence

APPEARS THIS WAY
ON ORIGINAL
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Table 1

MEAN PLASMA IBUPROFEN LEVELS FOR TEST (1) AND REFERENCE (2) PRODUCTS, n=24

MEAN1 SD1 MEAN2 SD2 RMEAN12

TIME HR

0 0.00 0.00 0.02 0.09 0.00
0.25 2.40 2.66| 4.43 4.75 0.54
0.5 7.40 5.29 12.47 8.58 0.59
0.75 11.44 6.76 14.72| 7.94 0.78
1 13.22 6.53 14.33 6.35 0.92
1.5 14.02 5.05 13.74 4.95 1.02
2 14.00 3.95 13.22 4.03 1.06
2.5 12.94 3.20 11.77 3.39 1.10
3 12.07 2.35 10.96 3.05 1.10
4 9.17 2.02 8.78 2.55 1.05
6 4.00 0.97 4.01 1.51 1.00
9 1.68 0.51 1.71 0.72 0.98
12 0.73 0.31 0.73 0.39 1.00
15 0.22 0.24 0.25 0.25 0.90

UNIT: PLASMA LEVEL=MICROGRAM/ML TIME=HRS
ARITHMETIC MEANS AND RATIOS
MEAN1 SD1 MEAN2 SD2 RMEAN12

PARAMETER

AUCI 72.25 10.96 72.89 12.43 0.99
AUCT 70.71 10.56 71.36 12.20 0.99
CMAX 17.95 2.99 19.78 4.39 0.91
KE 0.32 0.04 0.32 0.05 1.00
LAUCI 71.44 0.15 71.86 0.17 0.99
LAUCT 69.94 0.15 70.34 0.17 0.99
LCMAX 17.70 0.18 19.25 0.25 0.92
THALF 2.19 0.30 2.19 0.31 1.00
TMAX 1.75 0.84 1.49 0.96 1.17

UNIT: AUC=MICROGRAM HR/ML CMAX=MICROGRAM/ML TMAX=HR
LOG-TRANSFORMED DATA WERE CONVERTED TO ANTI-LOG IN THE TABLE

LSMEANS AND 90% CONFIDENCE INTERVALS

LSM1 LSM2 RLSM12 LOWCI12 UPPCI12

PARAMETER

AUCI 72.25 72.89 0.99 95.57 102.68
AUCT 70.71 71.36 0.99 95.51 102.66
CMAX 17.95 19.78 0.91 83.37 98.17
LAUCI 71.44 71.86 0.99 95.86 103.10
LAUCT 69.94 70.34 0.99 95.85 103.14
LCMAX 17.70 19.25 0.92 84.35 100.19
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Table 2

MEAN PLASMA IBUPROFEN LEVELS FOR TEST AND REFERENCE PRODUCTS IN NON-FASTING STUDY, N=21

MEAN1 SD1 MEAN2 sb2 MEAN3 sb3 RMEAN12
TIME HR
0 0.00 0.00 0.00 0.00 0.00 0.00 .
0.25 1.72 2.08 1.35 2.17 0.10 0.39 1.28
0.5 5.41 4.57 6.56 7.01 4.87 6.81 0.82
0.75 8.09 6.37 8.31 7.13 9.32 7.76 0.97
1 9.94 6.43 9.39 6.18 11.21 6.21 1.06
1.5 12.73 5.99 10.50 2.82 11.30 3.75 1.21
2 12.62 4.83 10.43 1.91 10.76 1.98 1.21
2.5 12.34 2.89 9.64 2.11 10.08 2.90 1.28
3 11.44 2.62 8.48 2.30 8.79 2.76 1.35
a 8.81 2.67 6.98 2.35 6.77 2.20 1.26
6 3.92 1.25 3.51 1.76 3.44 1.34 1.12
9 1.58 0.57 1.7 1.07 1.45 0.67 0.93
12 0.63 0.35 0.76 0.63 0.60 0.39 0.83
15 0.24 0.24 0.26 0.33 0.21 0.23 0.91
(CONTINUED)
UNIT: PLASMA LEVEL=MICROGRAM/ML TIME=HRS
MEAN PLASMA IBUPROFEN LEVELS FOR TEST AND REFERENCE PRODUCTS
RMEAN13 | RMEAN23
TIME HR
0 . .
0.25 16.99 13.32
0.5 1.11 1.35
0.75 0.87 0.89
1 0.89 0.84
1.5 1.13 0.93
2 1.17 0.97
2.5 1.22 0.96
3 1.30 0.96
a 1.30 1.03
6 1.14 1.02
9 1.09 1.18
12 1.06 1.28
15 1.16 1.28

1= Test fasting

2= Test fed

3= Reference fed
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Table 3

IBUPROFEN ARITHMETIC MEANS AND RATIOS IN NON-FASTING STUDY, N=21

MEAN1 sD1 MEAN2 sb2 MEAN3 sb3 RMEAN12
PARAMETER
AuCI 66.05 15.05 57.70 13.58 56.77 12.08 1.14
AuCT 64.66 14.66 55.92 12.79 55.24 11.87 1.16
CMAX 16.31 3.72 14.06 3.73 14.90 4.56 1.16
KE 0.33 0.06 0.31 0.07 0.31 0.06 1.07
LAUCI 64.42 0.23 56.22 0.23 55.58 0.21 1.15
LAUCT 63.06 0.23 54.55 0.23 54.06 0.21 1.16
LCMAX 15.86 0.25 13.63 0.25 14.28 0.30 1.16
THALF 2.17 0.34 2.38 0.54 2.28 0.39 0.91
TMAX 1.96 0.96 1.56 0.96 1.56 0.77 1.26
(CONTINUED)
UNIT: AUC=MICROGRAM HR/ML CMAX=MICROGRAM/ML TMAX=HR
LOG-TRANSFORMED DATA WERE CONVERTED TO ANTI-LOG IN THE TABLE
ARITHMETIC MEANS AND RATIOS
RMEAN13 | RMEAN23
PARAMETER
, AuCI 1.16 1.02
. AucT 1.17 1.01
CMAX 1.09 0.94
KE 1.04 0.97
LAUCT 1.16 1.01
LAUCT 1.17 1.01
LCMAX 1.11 0.95
THALF 0.95 1.04
TMAX 1.26 1.00
UNIT: AUC=MICROGRAM HR/ML CMAX=MICROGRAM/ML TMAX=HR
LOG-TRANSFORMED DATA WERE CONVERTED TO ANTI-LOG IN THE TABLE
LSMEANS AND RATIOS
LSM1 LSM2 LSM3 RLSM12 | RLSM13 | RLSM23
PARAMETER
AuCI 66.01 57.66 56.73 1.14 1.16 1.02
AuCT 64.63 55.89 55.22 1.16 1.17 1.01
CMAX 16.32 14.07 14.92 1.16 1.09 0.94
LAUCI 64.52 56.31 55.66 1.15 1.16 1.01
LAUCT 63.17 54.65 54.15 1.16 1.17 1.01
LCMAX 15.90 13.66 14.31 1.16 1.11 0.95

1= Test fasting
2= Test fed
3=4Reference fed
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CC: ANDA 76-117
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-655/ Dhariwal

| 7[0'
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Endorsements: (Fine ‘(\:' th Dates)
HFD-655/ Dhariwal #4710\
HFD-655/ Nerurkar

HFD-650/ D. cOnner,r.: }\%ﬂ\wﬂ‘

BIOEQUIVALENCY - ACCEPTABLE Submission dates: 2/14/01
: 5/11/01
1. FASTING STUDY (STF) ~Strengths: 200 mg
— Outcome: AC
Analytical: —
2. FOOD STUDY (STP) Strengths: 200 mg
Clinical: \J/6utcome: AC
Analytical: T
3. STUDY AMENDMENT (STA) Strengths: 200 mg
Long-term stability data L/,ﬁﬁtcome: AC
5/11/2001

Outcome Decisions: AC - Acceptable

WinBio Comments:



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 76-117 APPLICANT: Dr. Reddy’s Laboratories

DRUG PRODUCT: Ibuprofen tablets, USP
: 200 mg

The Division of Bioequivalence has completed. its review and
has no further questions at this time.

The dissolution testing will need to be incorporated into
your stability and quality control programs as specified in
UsSp 24.

Please note that the biocequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional Dbioequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

- o

M

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



CC: ANDA 76-117
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BIOEQUIVALENCY - ACCEPTABLE Submission dates: 2/14/01
: . s/11/01
1. FASTING STUDY \3TF _ Strengths: 200 mg
Clinical: —_ ~Outcome: AC
Analytical: = —————— v’
2. FOOD STUDY (STP) : S_trengths: 200 mg
Clinical: ————— .Outcome: AC

Analytical: —m—mm

3. STUDY AMENDMENT (STA) Strengths: 200 mg
Long-term stability data V,Outcome: AC
)Y 5/11/2001 :

Outcome Decisions: AC - Acceptable

WinBio Comments:
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OFFICE OF GENERIC DRUGS
ABBREVIATED NEW DRUG APPLICATION

ANDA TENTATIVE APPROVAL SUMMARY

ANDA: 76-117

DRUG PRODUCT: 'Ibuprofen, USP

FIRM: Dr.. Reddy’s Laboratories Limited
DOSAGE FORM: Oral Tablets

STRENGTH: 200 mg

cGMP STATEMENT/EIR UPDATE STATUS:
The cGMP Statement located in Vol. 1.7, page 2235 is satisfactory.

The overall recommendation for the Establishment Evaluation Request is
acceptable (3/29/01). '

BIO STUDY:
Acceptable August 28, 2001 (Bio review dated 5/11/01). The recommended
dissolution specifications are as follows:

The dissolution testing should be conducted in 900 ml of
phosphate buffer, pH 7.2 at 37°C using USP Apparatus II
(paddle) at 50 rpm. The test product should meet the
following specifications:

Not less than ®m= (Q) of the labeled amount of Ibuprofen is
dissolved in 60 minutes.

VALIDATION:

The drug substances and drug product are both USP compendial. FDA
methods validation is not required.

STABILITY- (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?) :

The containers used in the accelerated and room temperature studies
are the same as proposed in the application. The firm provided

12 weeks accelerated conditions and 6 months controlled room
temperature stability data for the drug product packaged in 24’s and
500’s container/closure system.

The accelerated stability data supports Dr. Reddy’s proposed tentative
expiry date of 24 months.



Stability test and specifications are as follows:

Assay:
Ibuprofen —_—

. of the labeled amount of Ibuprofen.
Dissolution:
The dissolution testing should be conducted in 900 ml of
phosphate buffer, pH 7.2 at 37°C using USP Apparatus II

(paddle) at 50 rpm. The test product should meet the
following specifications:

Not less than ™~ (Q) of the labeled amount of Ibuprofen is
dissolved in 60 minutes.

. Appearance:

Brown round, biconvex, film coated tablets, embossed “C2” on
~one side and the other side is plain.

“~——— NMT ——

Limit of —_ NMT

Related Substances:
Maximum individual impurity: NMT ~—
Total Impurities: NMT

LABELING Review Status: Acceptable

Labeling acceptable September 4, 2001 by John Grace and Jim Barlow.
STERILIZATION VALIDATION (IF APPLiCABLE): N/A

SIZE OF BIO BATCH:

Dr.. Reddy’s Laboratories manufactured one bio batch, 200 mg
(Lot # HOOl). This batch was used for stability studies.

Ibuprofen, drug substance, used in the bio batches is supplied by
—_— T T The drug substance is a Type II DMF # ™ and
is adequate as of 04/7/00.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH WERE THEY
MANUFACTURED VIA THE SAME PROCESS?):

Dr. Reddy’s Laboratories, Inc. manufactured one exhibit batch:
Batch #: HOOl. This batch is used as the bio-batch and used in the
stability studies.



PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): The proposed post-approval batch size is
——— tablets. :

n N
CHEMIST: R.F. Powers, Ph.D. @ 2 DATE: la/Z$/D/

-\v
. \ )
Team Leader: A. Mueller, Ph.- \ DATE: /¢ ‘7’3///
Vv

APPEARS THIS way
ON ORIGINAL
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Office of Generic Drugs

Food and Drug Administration

Center for Drug Evaluation and Research  QRIG AMENDMENT
Document Control Room N

Metro Park North II FA RN
7500 Standish Place, Room 150 {-r ey
Rockville, MD 20855-2773

Reference: ANDA # 76-117 Ibuprofen Tablets USP, 200 mg
Minor Amendment \é\

Dear Sir/ Madam:

Dr. Reddy’s Laboratories Inc., US Agent for Dr. Reddy’s Laboratories Limited, is providing this
response to the Minor NA dated July 27,2001 on their behalf. Reference is made to the original
submission and the amendment dated September 14, 2001and the original submission dated
May 15, 2001.

The foreign firm inadvertently submitted the amendment without the knowledge of the US
agent. At the request of the agency, the US agent obtained a copy from the foreign firm, and it
is hereby being resubmitted at this time. As requested, the US agent has informed the foreign
firm of the legal requirements to submit through the US agent. The firm apologies for this
misunderstanding on their part and for any incontinence that this has caused. The following
submission supercedes the minor amendment response previously provided.

A. Chemistry Deficiencies:

—e
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. Redldy's Laboratories, Inc.

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1) Please be aware that any Bioequivalence deficiencies must be resolved prior fo
approval of the ANDA

The Firm acknowledges that any Bioequivalence deficiencies must be resolved prior to
approval of the ANDA.

2) Please be aware that any labeling deficiencies must be resolved prior to approval of the
ANDA

The Firm acknowledges that any labeling deficiencies must be resolved prior to
approval of the ANDA.

3) Please provide any additional stability data accrued to date.

The updated long-term (25° C/60% RH) stability data for 12 months is provided in
Section XVI Stability of Finished Dosage Form.

4) Please acknowledge that the USP methods are the regulatory methods and will
prevail in resolution in any dispute.

The Firm acknowledges that the USP methods are the regulatory methods and will
prevail in resolution in any dispute.

Labeling Deficiencies:

GENERAL COMMENTS

Revise your labels and labeling to be in accordance with the most recently approved
fabels and labeling for the reference drug, Motrin /B (NDA 19-012/5-024; approved
October 2, 2000, to be in conformance with the OTC Labeling Final Rule 21 CFR
201.66). (See attached copy)

Please revise your labels and labeling, as instructed above, and submit in final print or
draft if you prefer.

The labels and labeling have been revised as per the currently approved reference
listed drug Motrin® 1B, as recommended by the agency.
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. Reddy's Labovatoriss, Inc,

The revised labels and labeling including 12 final printed copies are provided in the

following Sections:

Section IV:

Section V:

Side by Side Comparison of Previously Submitted Container
Label and Proposed Container Label Package Sizes: 24’s, 50’s,
100’s, 150’s, 200’s, 250’s and 500’s count

Side by Side Comparison of Previously Submitted Carton Label
and Proposed Carton Label Package Sizes: 24’s, 50’s, 100’s,
150’s, 200’s, 250’s and 500’s count

Side by Side Comparison of Previously Submitted Package Insert
Label and Proposed Package Insert Label

Proposed Container Labels
Proposed Carton Labels :
Proposed Package Insert Label (PIL)

Please communicate any remaining questions or issues to C. Jeanne Taborsky, and
they will be addressed and a response submitted. This concludes our submission.
Please feel free to contact me if you have any questions, tele (410) 309-3145, Fax (410)

309-6145.

Sincerely yours,

C. Jeanne Taborsky
Regulatory Affairs



f“\f{ DRrR.REDDY’S

Dr. Reddy’s Laboratories Limited

GENERICS
7“{\ Bachepalli - 502 325, INDIA.
Date: 173 /5 7z 6‘0} Mailing Address : Bachepalli,
/ Post Bag No.15, Kukatpally F.O.,

. . . Hyderabad - 500 072, INDIA.

Office of Generic Drugs Tel : 91 40 304 5206
d el :

Center for Drug Evaluation and Research

Fax: 91 40 304 5238

www.drreddys.com

Food and Drug Administration
Document Control Room

Metro Park North I ORIG AMENDMENT
7500 Standish Place, Room 150 N / FA
Rockville, MD 20855-2773

Fax Amendment

Reference:  Ibuprofen Tablets, USP, 200 mg.
ANDA No.: 76-117

Dear Sir/ Madanﬁ:

This is in reference to your letter dated July 27, 2001 regarding our pending ANDA 76-117 for
Ibuprofen Tablets, USP, 200 mg. Dr. Reddy’s Laboratories Limited (DRL) herewith submits

the “Fax Amendment’ including the following information in response to the Agency’s
Correspondence:

A. Chemistry Deficiencies:

FDA Comment:

E——————REEE A G

Quw &

&5
}7&,1: 'Qi\{?i:\:y{ Regd. Office:
SIS

©

7-1-27, Ameerpet,
Hyderabad 500 016, INDIA.
Tel : 91403731946
Fax: 91403731955
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Continuation Sheet............ rYf D R. R EDDY’S

FDA Comment

5) We note that you have not provided the percent recovery data for each
impurity in spiked samples (for example, page 3120, Vol. 1.9, Figure 6).
Please provide. '

Response:
The percent recovery data at spiked levels of _ is
provided in Exhibit - IV.

FDA Comment

6) Please add a statement to your Post Approval Stability Protocol that any
extension of the expiration dating period will be based on the drug
product’s room temperature stability data.

Response:
As recommended by the Agency, the Post Approval Stability Protocol has been
revised to include the Statement “Any extension of the expiration dating period
will be based on the drug product's room temperature stability data. The
revised Post Approval Stability Protocol is provided in Exhibit - V.

B. In addition to responding to the deficiencies presented above, please note and

acknowledge the following comments in your response:

FDA Comment:

1) Please be aware that any Bioequivalency deficiencies must be resolved
prior to approval of the ANDA.

Response:
We note and acknowledge the agency’s comment.
FDA Comment:
2) Please be aware that any labeling deficiencies must be resolved prior to
approval of the ANDA.
Response:

We note and acknowledge the agency’s comment.
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F DA Comment:
3) Please provide any additional stability data accrued to date.
Response:

The updated long term (25°C/60% RH) stability data for 12 months is provided
in Exhibit - VI.

FDA Comment:

4) Please acknowledge that the USP methods are the regulatory methods
and will prevail in resolution in any dispute.

Response: ,
We note and acknowledge the agency’s comment.

Labeling Deficiencies:

FDA Comment:

GENERAL COMMENTS

Revise your labels and labeling to be in accordance with the most recently
approved labels and labeling for the reference drug, Motrin IB (NDA 19-012/S-
024; approved October 2, 2000, to be in conformance with the OTC Labeling
Final Rule 21 CFR 201.66). (See attached copy)

Please revise your labels and labeling, as instructed above, and submit in final
print or draft if your prefer.

Response:

The labels and Iabehng have been revised as per the currently approved reference
listed drug Motrin® IB, as recommended by the agency.

The revised labels and labeling including 12 final pnnted copies are provided in the
following Exhibits:

Exhibit VI - Proposed Container Label © —— dottle) 24’s count
(12 Final Proposed Container Label /—— . bottle) 50’s count
printed Proposed Container Label  —— bottle) 100’s count
copies) Proposed Container Label - —— bottle) 1560’s count
Proposed Container Label —— . bottle) 200’s count

Proposed Container Label —— »dottle) 250’s count
Proposed Container Labe! ., ~— . bottle) 500’s count
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Exhibit VIII - Side by Side Comparison of Previously Submitted
Container Label and Proposed Container Label
Package Sizes: 24's, 50's, 100’s, 150’s, 200's

250's and 500’s count
Exhibit IX - Proposed Carton Label 24's count
(12 Final Proposed Carton Label 50’s count
printed Proposed Carton Label 100’s count
copies) Proposed Carton Label 150's count

Proposed Carton Label 200’'s count
Proposed Carton Label 250’s count
Proposed Carton Label 500's count

Exhibit X - Side by Side Comparison of Previously Submitted
Carton Label and Proposed Carton Label
Package Sizes: 24's, 50's, 100’s, 150’s, 200’s
250's and 500’s count

Exhibit XI - Proposed Package Insert Label (PIL)"

Exhibit Xl - Side by Side Comparison of Previously Submitted
Package Insert Label and Proposed Package Insert
Label

Pursuant to 21 CFR 314.440(a)(4), a third copy of this application is enclosed. This is the
required field copy and we certify that it is a true copy of the technical section as described in
21 CFR 314.50(d)(1).

Included in this submission is an extra copy of our cover letter. Kindly acknowledge by date
stamping this letter upon receipt and forwarding this copy to us. '

If you have any questions, please contact the undersigned or Mr. Paul V. Campanelli, (US
Agent for Dr. Reddy’s Laboratories Limited) Vice President — Formulation Business, Reddy —
Cheminor Inc., at One Park Way, Upper Saddle River, NJ 07458, Phone No.: 201-760-2880,
Fax no.: 201-760-0401.

Sincerely,

Pravir Choubey

Manager — Regulatory Affairs
Phone No.: 91-40-3043919
Fax No.: 91-40-3045238



REDDY-CHEMINOR, INC.I?(C

66 South Maple Avenue,
Ridgewood, NJ 07450

Phone: 201-444-4424
Fax: 201-444-1456

FAXed to 301-594-1174

March 12, 2001
Office of Generic Drugs / /
Food and Drug Administration IR SR et aniy
Center for Drug Evaluation and Research w/d( ,,G - J
Document Control Room i 1“’\(“@ ’ / /
Metro Park North 1I Z@@mj s how
7500 Standish Place, Room 150 On( ' the [ /
Rockville, MD 20855-2773 ’ apnt vt d !l
Reference: ANDA # 76-117 Ibuprofen Tablets USP 200 and —— ‘(”9?{\\ MMLT
P2
CORRESPONDENCE < \J) \ <
Dear Sirf Madam: ‘o

Reddy-Cheminor Inc. US Agent for Dr. Reddy’s Laboratories Limited, Bachepalli 5.« 325, v
INDIA, is submitting this communication at the request of the Office of Generic Drugs,
Food and Drug Administration. Reference is made to the original submission.

The Firm hereby withdraws without prejudice any and all references and
information relating to the ——— strength. The subject of this application will be
Ibuprofen Tablets USP 200 mg only.

Pursuant to Code of Federal Regulations Title 21 §314.440 (a) (4), a third copy of this
communication is being provided. This is the required field copy and we certify that it isa
true copy of the technical section as described in Code of Federal Regulations Title 21
§314.50 (d) (1).

Please contact C. Jeanne Taborsky at (410) 309-3145 or Paul V. Campanelli, Vice
President Formulations Business, Reddy-Cheminor, Inc. at (201) 444-4424 or by fax at
(201) 444-1456, if you have any questions conceming this submission.

Sincerely yours, '
C. Jeanne Taborsky

Regulatory Affairs Consuftant

Page 1 of 1



ANDA 76-117

T
Ealn K

-
L
e,
5
(']

oam

Reddy-Cheminor, Inc.

U.S. Agent for Dr. Reddy’s Laboratories Limited
Attention: Paul V. Campanelli

66 South Maple Avenue

Ridgewood, NJ 07450

I”IIllIIIIIIIIIIlIII”IIIIIII”

Dear Sir:
We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal

Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated
March 14, 2001 and your correspondence dated March 19, 2001.

NAME OF DRUG: Ibuprofen Tablets USP, 200 mg
DATE OF APPLICATION: February 14, 2001
DATE (RECEIVED) ACCEPTABLE FOR FILING: February 15, 2001

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:

Tim Ames
Project Manager
(301) 827-5848

Siniirely YO%Q?V”W
—— ’ e

- v v
Wm Peter Riékman
Acting Director

Division of Labeling and Program Support

Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 76-117

Reddy-Cheminor, Inc.

U.S. Agent for Dr. Reddy’s Laboratories Limited
Attention: Paul V. Campanelli B
66 South Maple Avenue

Ridgewood, NJ 07450

jmamannimimi

()
(&P

Dear Sir:

We acknowledge the receipt of your communication dated
March 12, 2001, requesting withdrawal of your abbreviated new
drug application for Ibuprofen Tablets USP, — only.

In compliance with your request the Ibuprofen Tablets USP. ——
mg, is regarded as withdrawn. This withdrawal does not prejudice
any future filing of the application. You may request that the
information in this application be considered in connection with
any resubmission.

Sinci]ely yours,

1Sl
v \J

Wm Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

cC: ANDA 76-117
Division File
HFD-647/Chem Branch
HFD-612/Bio PM
HFD-92
Field Copy
HFD-610/R.West
HFD-610/P.Rickman

4/

Endorsements: 3

HFD-615/GDavis, Chief, o’ CZJ - MAR-ZO  gace
HFD-615/SMiddleton, CSC IQA % datej/zl a
Word File : i ¥
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66 South Maple Avenue
Ridgewood, New Jersey 07450
Telephone (201) 444-4424
Telefax (201) 444-1456

February 14, 2001

Office of Generic Drugs

) ( ol (
1 . 1" s
Food and Drug Administration % 2k JMW -
Center for Drug Evaluation and Research , "\ A

Document Control Room )a 6 \
Metro Park North Ii \%‘
7500 Standish Place, Room 150 { J\

Rockville, MD 20855-2773

Reference : Ibuprofen Tablets, USP - and 200 mg
Abbreviated New Drug Application

Dear Sir/ Madam:

Dr. Reddy’s Laboratories Limited (Formerly Cheminor Drugs Limited) herewith submits an
abbreviated new drug application (ANDA) for Ibuprofen Tablets, USP ——, and 200 mg
pursuant to Section 505 (j) of the Federal Food, Drug, and Cosmetic Act.

This ANDA refers to the listed drug, ——— T ~——.NUPRIN®
(Ibuprofen) Tablets 200 mg which is manufactured by McNEIL / Brlstol -Myers the holder of the
approved application and which is listed in the Approved Drug Products with Therapeutic
Equivalence Evaluations (commonly known as the Orange Book).

Ibuprofen Tablets, USP / and 200 mg have been developed and will be manufactured,
tested and packaged by Dr. Reddy’s Laboratories Limited (Formerly Cheminor Drugs Limited),
Bachepally, Post Bag No.15, Kukatpally P.O., Hyderabad 500 072, INDIA manufacturing facility,
in accordance with 21 CFR § 210 and 211.

The manufacturer of the drug substance used to produce the ANDA / Biobatch of this product is
Dr. Reddy’s Laboratories Limited - Bulk Drug Division (Formerly Cheminor Drugs Limited — Bulk
Drug Division), Plot No. 9/A, Phase 3, |.D.A. Jeedimetla, Hyderabad — 500 055, INDIA DMF
No =—

The required buoavallablhty / bioequivalence studies were conducted on Ibuprofen Tablets, USP
200 mg and NUPRIN® (Ibuprofen) Tablets 200 mg by T —

R — These studies indicate that Ibuprofen Tablets USP, 200 mg are
bioequivalent to NUPRIN® (Ibuprofen) Tablets, 200 mg.

The in vitro dissolution profiles for Ibuprofen Tablets, USF ~~ . are comparable to those of
—_———————— The formulations of Ibuprofen Tablets, USP  —, are
dose proportional to lbuprofen Tablets USP 200 mg. A waiver for the bioavailability/
bioequivalence study forthe — is requested.




RepDY-CHEMINOR, INC.

February 14, 2001

Food and Drug Administration
Ibuprofen Tablets, USP - — _ and 200 mg
Abbreviated New Drug Application

Page 2

Ibuprofen Tablets, USP — and 200 mg are stable and a two year expiration dating is
requested. The two year expiration dating for these products is supported by one, two and three
months accelerated stability data (40°C + 2°C/ 75% + 5% Relative Humidity) in the smallest and
largest fill size of the container / closure system proposed for marketing. The stability studies
were conducted under a stability protocol that is in conformance with the current FDA Stability
guidelines.

The dosage form, route of administration, active ingredient, potency and labeling (except
DESCRIPTION & HOW SUPPLIED) for lbuprofen Tablets, USP  ~—— 1nd 200 mg are same
as those for ' , and NUPRIN® (Ibuprofen) Tablets, 200 mg,
respectively.

This ANDA is submitted in thirteen volumes :

Volume | : Section | through Section V
Volume I

through

Volume V : Section VI

Volume VI : Section VII through Section VIII
Volume VI : Section IX through Section XI
Volume VI : Section Xl

Volume IX : Section XlII through Section XV
Volume X : Section XV through Section XXII

Included in this submission is an extra copy of our cover letter. Please acknowledge by date
stamping this letter upon receipt and forwarding this copy to us in the self addressed stamped
envelope provided for your convenience.



Repby-CHEMINOR, INC.

February 14, 2001

Food and Drug Administration
Ibuprofen Tablets, USP~ —— and 200 mg
Abbreviated New Drug Application

Page 3

Pursuant to 21 CFR 314.440 (a) (4), a third copy of this application is also enclosed. This is the
required field copy and we certify that it is a true copy of the technical section as described in 21
CFR 314.50 (d) (1).

We also notify the agency that due to the recent merger of Cheminor Drugs Limited into
Dr. Reddy's Laboratories Limited, our company name has been changed from Cheminor Drugs
Limited —Pharma Division to Dr. Reddy’s Laboratories Limited — Generics.

As far as this ANDA is concerned, as most of the documents have been generated prior to the
change of name, we have maintained the company name as Cheminor Drugs Limited — Pharma
Division throughout this ANDA. However the labeling includes Dr. Reddy’s Laboratories Limited
as the name of the manufacturer.

We request the agency, to henceforth to consider our company name as Dr. Reddy’s
Laboratories Limited — Generics for correspondence purpose. All the addresses remains the
same.

Should you have any questions or require additional information, please do not hesitate to
contact the undersigned at (201)444-4424 or by fax at (201) 444-1456.

Sincerely,

Vice President_Formulations Business



